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AB Charcot-Marie-Tooth disease (CMT) is the most common hereditary peripheral 
neuropathy, affecting 1 in 2,500 people. The only treatment currently available is 
rehabilitation or corrective surgery. The most frequent form of the disease, CMT- 
1A, involves abnormal myelination of the peripheral nerves. Here we used a mouse 
model of CMT-1A to test the ability of ascorbic acid, a known promoter of 
myelination, to correct the CMT-1A phenotype. Ascorbic acid treatment resulted in 
substantial amelioration of the CMT-1A phenotype, and reduced the expression of 
PMP22 to a level below what is necessary to induce the disease phenotype. As 
ascorbic acid has already been approved by the FDA for other clin. indications, it 
offers an immediate therapeutic possibility for patients with the disease. 
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AB A method of generating neural and glial cells (such as oligodendrocytes) is 
provided. The method comprising growing human embryonic stem cells under 
conditions which induce differentiation of the human stem cells into the 
neural and glial cells, said conditions comprising the presence of retinoic 
acid and an agent capable of down-regulating Bone Morphogenic Protein 
activity. The neural and glial cells of the invention are used for the 
treatment of medical conditions of the CNS . 
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AB The present invention provides novel chimeric ADP-ribosyltransf erase (C3 
exoenzyme) -like Rho antagonists having ability to penetrate inside target cells and 
inactivate Rho at low doses. In some embodiments, provided are sequences for 
variants of C3 fused to proline-rich transport peptide. The system for example may 
deliver an Rho antagonist ( s ) in a tissue adhesive, such as a fibrin glue, to create 
a delivery matrix in situ. The present invention relates to the use of chimeric 
C3-like Rho antagonists for promoting repair and neuron survival in injured 
mammalian central and peripheral nervous system and for treating or preventing 
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AB Charcot -Marie-Tooth (CMT) disease 

constitutes a group of prevalent hereditary, chronic and debilitating 
peripheral neuropathies. CMT type 1A (CMT-1A) , the most common form of CMT, 
is autosomal dominant and is characterized by peripheral demyelination . No 
pharmacotherapies currently exist for CMT-1A, although identification of an 
underlying duplication in the gene for PMP22 (peripheral myelin protein 22), 
glycoprotein expressed in myelin, has ignited the search for candidates to 
correct the CMT-1A phenotype. To date, these include the progesterone 
antagonist onapristone, the antioxidant ascorbic acid and the natural 
neurotrophic factor neurotrophin-3 . 

REFERENCE COUNT: 12 THERE ARE 12 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L21 ANSWER 4 OF 8 HCAPLUS COPYRIGHT 2009 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 



SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:60301 HCAPLUS Full --text 
140:105308 

Cyclic AMP-modulating compounds and compositions for 
the treatment of peripheral neuropathies, preparation 
thereof, and uses 

Fontes, Michel; Passage, Edith; Sangeudolce, 
Veronique; Noreel, Jean-Chretien 

Universite de la Mediterranee, Fr . ; Institut National 

de la Sante et de la Recherche Medicale; Association 

Francaise Contre Les Myopathies 

PCT Int. Appl., 26 pp. 

CODEN: PIXXD2 

Patent 

French 



5 



10/521,239 



8/24/09 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2004006911 




A2 




20040122 




WO 2003- 


-FR2236 




20030715 


wo 


2004006911 




A3 




20040408 
















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, BG, 


BR, 


BY, 


BZ, 


CA, CH, CN, 




CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, EE, 


ES, 


FI, 


GB, 


GD, GE, GH, 




GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, KG, 


KP, 


KR, 


KZ, 


LC, LK, LR, 




LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, MW, 


MX, 


MZ, 


NI, 


NO, NZ, OM, 




PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, SG, 


SK, 


SL, 


SY, 


TJ, TM, TN, 




TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, YU, 


ZA, 


ZM, 


zw 






RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, TZ, 


UG, 


ZM, 


zw, 


AM, AZ, BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, CH, 


CY, 


CZ, 


DE, 


DK, EE, ES, 




FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, NL, 


PT, 


RO, 


SE, 


SI, SK, TR, 




BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GM, 


GQ, GW, 


ML, 


MR, 


ME, 


SN, TD, TG 


FR 


2842422 






Al 




20040123 




FR 2 0 02- 


-8966 






20020716 


FR 


2842422 






Bl 




2006 


0630 














CA 


2492368 






Al 




20040122 




CA 2003- 


-2492368 




20030715 


AU 


2003271807 




Al 




20040202 




AU 2003- 


-2718 


07 




20030715 


EP 


1526850 






A2 




20050504 




EP 2003- 


-753643 




20030715 


EP 


1526850 






Bl 




2008 


0827 
















R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, IT, 


LI, 


LU, 


NL, 


SE, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, TR, 


BG, 


CZ, 


EE, 


HU, SK 


JP 


2005537264 




T 




20051208 




JP 2004- 


-5207 


88 




20030715 


AT 


406158 






T 




2008 


0915 




AT 2003- 


-753643 




20030715 


ES 


2312804 






T3 




2009 


0301 




ES 2003- 


-753643 




20030715 


US 


20050187290 




Al 




2 0 0 5 0 8 2b 




US 2005- 


-521239 




20050414 


UTY APPLN. 


INFO 














FR 2002- 


-8966 






A 20020716 




















WO 2003- 


-FR2236 




W 20030715 



AB The invention discloses the use of a cAMP modulator in the preparation of 
compns. that are intended for the prevention or treatment of peripheral 
neuropathies. The invention further discloses tools and kits used to prepare the 
compns. The cAMP modulators of the invention include a variety of vitamin C 
compds . 
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AB Pharmaceutical 


compns . 


for treatment 


of several neurol. 


diseases and 





pathophysiol . -related symptomol. in other body tissues, including peripheral 
neuropathies, secondary symptomol. of diabetes, Alzheimer's disease, Parkinson's 
disease, ale. polyneuropathy and age-onset symptomol., as well as analogous 
veterinary diseases, are disclosed. Spurious pathol. chemical crosslinking of 
normal intracellular structures is a fundamental aspect of these neurol. diseases. 
Covalent bond crosslinking of protein and lipid subcellular elements appear to 
underlie the formation of polymerized aggregates of neurofilaments and other 
structural proteins, and lipofuscin. Pharmacol, intervention in some neurol. 
diseases using water-soluble, small mol. weight primary amines or their derivs. as 
oral therapeutic agents, may compete with cellular protein and lipid amine groups 
for reaction with disease-induced carbonyl-containing aliphatic and aromatic 
hydrocarbons. Primary pharmacol. agents include 4-aminobenzoic acid and derivs. 
thereof to facilitate kidney recognition and removal. This invention also includes 
oral use of nonabsorbable polyamine polymers and amine-related co-agents, such as 
chitosan, to covalently bind and sequester potentially toxic carbonyl compds . 
present in the diet, oral use of known antioxidant co-agents and related 
nutritional factors and use of the primary agent and co-agents in combination with 
known medicaments for treatment of these neurol. diseases. OS. CITING REF COUNT: 
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AB Cha .:•>'..->$••: r .xe-Tootb disease (CMT) , also called hereditary motor and sensory 
neuropathy (HMSN) , is the most common inherited peripheral neuropathy, 
comprised by a group of genetically heterogeneous disorders that share 
clinical characteristics of progressive distal muscle weakness and atrophy, 
foot deformities, distal sensory loss, and depressed tendon reflexes. It can 
be categorized according to its electrophysiological or pathological features, 
transmission patterns, age of disease onset, and molecular pathology. CMT 
type 1 (CMT1; MIM 118200) is a group of autosomal dominant-inherited 
demyelinating neuropathies with a disease onset at or after childhood. Five 
different subtypes have been identified based on different causative genes. 
Among them, CMT1A (MIM # 118220) is most common and is usually associated with 
a duplication of a 1.5-Mb region on chromosome 17pll.2, which includes 
peripheral myelin protein 22 gene (PMP22; MIM *601097). Currently, there is 
no cure or obviously effective disease-modifying treatment for CMT. Two 
potential effective therapeutic agents for CMT1A were investigated recently. 
One is ascorbic acid and another is neurotrophin-3 (NT-3) , an important 
component of the Schwann cell autocrine survival loop. Early diagnosis can 
facilitate CMT patients to modify their life styles timely for minimizing 
nerve injury to delay or avoid disability. Molecular diagnosis of CMT can 
provide the basis for appropriate genetic counseling and further CMT research. 
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AB Hereditary neuropathies represent approximately 40% of undiagnosed 

neuropathies in a tertiary clinic setting. The Charcot- Marie-Tooth 
neuropathies (CMT) are the most common. Mutations in more than 40 genes have 
been identified to date in CMT. Approximately 50% of CMT cases are accounted 
for by CMT type 1A, due to a duplication within the peripheral myelin protein 
22 gene (PMP22). Mutations in the gap junction beta 1 gene (GJB1), the myelin 
protein zero gene (MPZ), and the mitofusin 2 gene (MFN2) account for a 
substantial proportion of other genetically definable CMT. Some 15% of 
demyelinating CMT and 70% of axonal CMT await genetic clarification. Other 
hereditary neuropathies include the hereditary sensory and autonomic 
neuropathies, the familial amyloid polyneuropathies, and multisystem disorders 
(e.g., lipid storage diseases and inherited ataxias) that have peripheral 
neuropathy as a major or minor component. This review surveys the challenges 
of developing effective therapies for hereditary neuropathies in terms of 
past, present, and future experimental therapeutics in CMT. .COPYRGT. 2008 The 
American Society for Experimental NeuroTherapeutics , Inc. 
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Hereditary neuropathies comprise a heterogenous group of genetic disorders of 
the peripheral nervous system. Among the underlying defects, the malfunction 
of myelin-f orming Schwann cells is most common and associated with dys- and 
demyelination of peripheral nerves. However, clinically important is the 
secondary degeneration of affected axons and denervated muscle fibres, both of 
which underlie the characteristic muscle weakness in this disease. The most 
frequent hereditary neuropathy, Charcot -Maria-Tooth disease type 1A (CMT1A) , 
is caused by a 1.5Mb genomic duplication within chromosome 17. Overexpression 
of a structural myelin protein gene (PMP22) contained in this region leads to 
demyelination and axonal loss. This has been formally proven by 
overexpression of PMP22 in transgenic disease models. Such models are not 
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only important for analysing pathomechanisms of the disease. They have also 
proven as invaluable tools to explore novel experimental therapies for CMT1A. 
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